A half cryptic translocation t(9;17) (p24.2; p13.3) was detected in a large family by fluorescence in situ hybridisation. Unbalanced karyotypes resulted either in lissencephaly and early death or in mental retardation, microcephaly, high arched palate, and deformities of the vertebrae. Some of the features observed in affected persons are characteristic of known syndromes involving either 17p or 9p. (JMed Genet 1994;31:712-714) ditional chromosomal segments. Out of five cases reported by 1990, four had unbalanced translocations involving 17p and other chr6-mosomes. A "pure" trisomy 17p has only been described in one case. Findings included microcephaly, developmental delay, high arched palate, and micrognathia.78
Deletions of the short arms of both chromosomes 9 and 17 are associated with well defined syndromes. The 9p-syndrome is characterised by mental deficiency, craniofacial anomalies such as craniosynostosis, hypoplastic supraorbital ridges, depressed nasal bridge, anteverted nares, and micrognathia. Skeletal anomalies are short distal phalanges and scoliosis."2 Deletion of the distal short ann of chromosome 17 results in the Miller-Dieker syndrome.34 Hallmarks of this syndrome are lissencephaly, severe mental retardation, and seizures. Craniofacial anomalies include microcephaly, hypoplastic midface, and anteverted nares. 56 Trisomies of the short arms of chromosomes 9 and 17 also occur. The trisomy 9p syndrome is characterised by growth retardation and severe mental deficiency, macrocephaly, hypertelorism, kyphoscoliosis, and distal phalangeal hypoplasia.' A trisomy 17p syndrome is less well characterised, mainly owing to its rare occurrence and aneuploidy of ad-
Case reports
The pedigree of the family is given in fig 1. Subjects III.4, III.7, and III.8 were physically examined at various ages. Subjects III.1, III.2, III.3, and III.5 died on day 2, week 4, year 2, and month 7, respectively, and were not seen. A necropsy, however, was performed on III5 and Miller-Dieker syndrome was diagnosed with typical facial stigmata not further specified and lissencephaly, specifically agyria of both frontal regions and microgyria of the temporal and posterior parts of the brain. While alive, the patient is reported to have suffered from seizures. The parents of III.1 to III.8 were not related and healthy. Subject IV.3 was the product of the fifth pregnancy of III.4 and died at the age of 3 years.
iii. 4 She is the healthy sister of the affected subjects III.7 and III.8. She has two healthy daughters and an affected son who died at the age of 3 years (IV.3). In addition, she had two early miscarriages. chromosome 17 and the reverse result was obtained with the chromosome 17 specific library (not shown). The proband's karyotype is 46,XX,t(9; 17) (p24.2;pl 3.3). Patients III.7 and III.8 were also studied by FISH. Fig 3b gives the results obtained in III.7 using the Miller-Dieker cosmids. Both homologues of chromosome 17 are labelled, in addition to a chromosome 17 specific signal at the tip of chromosome 9. Thus, trisomy of 17(pl3.3-pter) is present in this patient. The identical result was obtained in the patient's brother, 111.8 (not shown). Their karyotypes were thus 46,XY,-9, +der (9) Many other features described in trisomy 17p, however, are not present. These include growth delay, hydrocephalus, long philtrum, hypogenitalism, and flexion contractures of the joints. In agreement with monosomy of 9(p24.2 -pter) the patients have deformities of the vertebrae, downward slanting eyes, and a flat nasal bridge. Additional symptoms described in the 9p-syndrome, such as micrognathia, trigonocephaly, or prominent forehead, are not present.
The findings indicate the importance of FISH in the identification of cryptic chromosome translocations in patients with dysmorphic stigmata when probes are available. This has also been shown by Kuwano et al'2 who found a half cryptic translocation t(3;17) and a full cryptic translocation t(8;17) among their Miller-Dieker syndrome families. In the present family prenatal diagnosis can now be offered to translocation carriers. This paper is dedicated to Professor Walter Fuhrmann on the occasion of his 70th birthday.
